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hyaluronic acid, aVyaluronic acid derivative or a salt 
thereof is a covalenK bond. 



I. The conjugateof claim 3, wherein the matrix 
metalloprote^se inhibitor binds to hyaluronic acid, a 
hyaluronic aci^d derivative or the salt thereof via a spacer. 

5. Th^ conjugate of claim 3, wherein the weight 
ratio of the matriSc metalloprotease inhibitor to the entire 
conjugate is 0.01 to\50%. 

6. The conjiWate of claim 3, wherein the matrix 
metalloprotease inhibito\ is a hydroxamic acid residue. 

7. The conjugateof claim 3, wherein the matrix 
metalloprotease inhibitor isV hydroxamic acid residue 
represented by the general forfsaila (1) : 
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wherein, 

Ri is a hydrogen atom, a hydroxVl group or a 
straight-chain or branched-chain alkyl gro^i^ having 1 to 
carbon atoms; 



- 2 - 



In re of Appl No. 09/700,879 



R2 Vs a straight-chain or branched-chain alkyl group 
having 1 to 8 Wrbon atoms; 

R3 is\a straight chain or branched alkyl group having 
1 to 8 carbon at\ms which may be substituted with a cycloalkyl 
group, an aryl grXup or a heterocyclic group; and 

R4 is a iVdrogen atom or an alkyl group having 1 to 4 
carbon atoms . \ 

8. The conjugate of claim 4, wherein the spacer is 
represented by the genial formula (2) : 

-R5-R£-R7-R8- (2) 
wherein \ 
Rs is a straight-Wain or branched-chain alkylene 

group having 1 to 8 carbon aVoms; 

Rs is an oxygen atoA or a methylene or imino group 
which may be substituted with k straight-chain or branched- 
chain alkyl group having 1 to 4 Varbon atoms; 

R7 is a straight-chain branched-chain alkylene 
group having 1 to 10 carbon atoms kto which one to three 
oxygen atoms may be inserted; and \ 

Re is an oxygen atom, a sulfur atom or NRg wherein Rg 
is a hydrogen atom or a straight-chain W branched-chain alkyl 
group having 1 to 4 carbon atoms . \ 
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9.\The conjugate of claim 4, wherein the conjugate 
of the matrix \etalloprotease inhibitor and the spacer is 
represented by tVie general formula (3) : 
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(3) 



wherein 

Ri2 is a straight-\:hain or branched-chain alkylene 
group having 2 to 23 carbon ktbms into which one imino group 
and/or one to four oxygen atoAs may be inserted; and 

Ri3 is a hydrogen atcX or a straight-chain or 
branched-chain alkyl group haviiW 1 to 4 carbon atoms. 

10. The conjugate of claim 3, wherein the matrix 
metalloprotease inhibitor in the fc\rm of a conjugate with 
hyaluronic acid, a hyaluronic acid c^rivative or a salt 
thereof inhibits a matrix metalloprotease in situ. 

11. A method for preparing tne conjugate of claim 1 
comprising binding a site of the therapeutic agent for joint 
diseases that does not affect the activity\pf the agent to a 



In re-of App^ No. 09/700,879 



carboxyl g?obR^ hydroxyl group or a functional group at the 
reducing end of h^^lTlt^i^c^id, a hyaluronic acid derivative 
or a salt thereof by direct^h^Jttiqalreaction or via a spacer. 

Delete the nonstatutory "use" claims 15 and 16 and 
insert therefor the following new claims: 



-\8. The conjugate of claim 1, wherein the 
therapeutic agfent for joint diseases is selected from the 
group consistin^of a cyclooxygenase 2 inhibitor, an 
antirheumatic ageV and a matrix metalloprotease inhibitor. 

— 19. TheXconjugate of claim 1, wherein the bond 
between at least one therapeutic agent for joint diseases and 
hyaluronic acid, a hyallWonic acid derivative or a salt 
thereof is selected from Vie group consisting of an amide 
bond, an ether bond and a sMfide bond. 

20. A conjugate obtained by reacting a compound 

represented by the following gehferal formula: 




Rs R4 



wherein 
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Ri is a hydrogen atom, a hydroxyl group or a straight- 
chain or bVanched-chain alkyl group having 1 to 8 
carbon atoms; 

R2 is a straight-chain or branched-chain alkyl group 
having 1 to 8\ carbon atoms; 

R3 is a straight chain or branched alkyl group having 1 
to 8 carbon atoMs which may be substituted with a 
cycloalkyl groupV an aryl group or a heterocyclic 
group ; \ 

R4 is a hydrogen atom or an alkyl group having 1 to 4 
carbon atoms; \ 

Rs is a straight-chain or branched-chain alkylene group 
having 1 to 8 carbon \atoms ; 

Re is an oxygen atom a methylene or imino group 
which may be substitut^ with a straight-chain or 
branched-chain alkyl grd^p having 1 to 4 carbon atoms; 
R7 is a straight-chain or\ branched- chain alkylene group 
having 1 to 10 carbon atoirfe into which one to three 
oxygen atoms may be inserteu; and 

Re is an oxygen atom, a sulfVr atom or NRg wherein Rg 
is a hydrogen atom or a straiVht-chain or branched- 
chain alkyl group having 1 to « carbon atoms; 

with a hyaluronic acid derivative or a tealt thereof and a 

dehydrative condensation agent. \ 
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—21 A A conjugate according to claim 20 obtained by 
reacting a compound represented by the following general 
formula: • \ 

wherein \ 

Ri is a hydrogen\atom, a hydroxyl group or a straight- 
chain or branche<Lchain alkyl group having 1 to 8 
carbon atoms; \ 

R2 is a straight-chVin or branched-chain alkyl group 
having 1 to 8 carborA atoms ; 

R3 is a straight chaiV or branched alkyl group having 1 
to 8 carbon atoms which may be substituted with a 
cycloalkyl group, an arVl group or a heterocyclic 
group; \ 

R4 is a hydrogen atom or alkyl group having 1 to 4 
carbon atoms ; \ 

Rs is a straight-chain or brVnched- chain alkylene group 
having 1 to 8 carbon atoms; \ 

Rg is an oxygen atom or a methylene or imino group 
which may be substituted with ^straight-chain or 
branched-chain alkyl group haviiA? 1 to 4 carbon atoms; 
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R7 is a strVight-chain or branched-chain alkylene group 
having 1 to Vo carbon atoms into which one to three 
oxygen atoms Vay be inserted; and 

Re is an oxygeA atom, a sulfur atom or NR9 wherein R9 
is a hydrogen akom or a straight-chain or branched- 
chain alkyl grouA having 1 to 4 carbon atoms; 
with a hyaluronic acid derivative or a salt thereof, a 
dehydrative condensation ag^nt and a reaction accelerating 
additive. \ 

— 22. In a method ojS treating a joint disease in a 
patient in need thereof, comprisSing administering a 
pharmaceutical composition to saici. patient in an amount 
sufficient for said treatment, the Vmprovement wherein said 
pharmaceutical composition comprisesNa conjugate in accordance 
with claim 4.-- 

REMARKS 

Amendments presented above in claims 1, 2, 4, 10 and 
11 correct the misspelling of hyaluronic acid. In addition, 
claim dependencies have been amended to provide better 
antecedent basis. 

The formulas submitted in new claims 20 and 21 
depict compounds obtained by binding a compound of Formula (1) 
and a compound of Formula (2) . Compounds satisfying this new 
formula are disclosed as compounds 3, 4, 6, 7 and 9 in example 
1 of the present specification. 
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